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DETAILED ACTION 
Application Status 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
February 17, 2006 has been entered. 

2. Applicant's response to the Office Action mailed January 18, 2006 on February 
17, 2006, is acknowledged. 

Claim Disposition 

3. Claims 1-1 1 3, 1 1 5-1 1 6 and 1 37-1 38 have been cancelled. Claims 1 1 4, 1 1 7-1 36 
and 139-144 are pending and are under examination. 

Withdrawn-Specification Objections 

4. Previous objection to the specification are withdrawn by virtue of submission of 
an amendment. 



New-Specification Objection 
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5. The specification is objected to because of the following informalities: 
The specification is objected to because on page 5, line 5 the following 

typographical error appears, "derivitives" which should be "derivatives". See also page 

6, line 1 for "derivitization" which should be "derivation". 

New-Claim Rejections - 35 USQ 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, 
manufacture, or composition of matter, or any new and useful improvement 
thereof, may obtain a patent therefore, subject to the conditions and 
requirements of this title. 

6. Claims 114, 117-125, 127-128 and 132-133 are rejected under 35 U.S.C. 101 
because the claimed invention is directed to non-statutory subject matter. Claim 114 
and the dependent claims hereto are drawn to a retro-inverted peptide, which reads on 
a product of nature. The claims do not clearly set forth that the peptides are 
synthesized as described in the instant specification on page 2. As natural mutations 
can occur and the claims do not clearly set forth that the peptides are not found in 
nature, the claims require clarification. The claims should be amended to indicate the 
hand of the inventor, for example the insertion of isolated or purified or synthetic in 
connection with the peptides to identify a product not found in nature (see MPEP 2105), 
(i.e. "A synthetic retro-inverted peptide"). 
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Maintained-Claim Rejections - 35 (JSC 3M2 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

7. Claims 114, 117-136 and 139-144 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described in the specification in 
such a way as to reasonably convey to one skilled in the relevant art that the 
inventor(s), at the time the application was filed, had possession of the claimed 
invention. 

Claims 114 and the dependent claims hereto are directed to a retro-inverted 
peptide comprising SEQ ID NOS:1-3; said sequences are 15, 16 and 14 amino acids in 
length, respectively, wherein said peptide binds to a gastro-intestinal tract transport 
receptor (i.e. HPT1, hPEPTI, D2H, and hSI. The claims recite the open language of 
comprising which indicates that fragments can be added to the sequences in claim 114 
on the N and C terminus as exhibited in claims 1 17-120. The claims encompass a 
genus of peptides. Note that claims 1 17-120 require expansion of the 15, 16 and 14 
residues to 50, 40, 30 or 20 residues and claim 114 recites "comprising an amino acid 



Application/Control Number: 09/443,986 Page 5 

Art Unit: 1656 

sequence selected from..." which is open and has no upper limit. Thus, the claimed 
genus is highly variable and not adequately described. The instant specification in 
tables 1-3 demonstrate the activity of peptides that are 15-mer, 14-mer and 16-mer. It is 
noted that two full-length sequences are compared (SEQ ID NO:7 and 8, i.e. 40-mer) to 
the retro-inverted peptide, however, the instant specification does not exemplify 
peptides that are 20-mer, or 50-mer (claim 1 17) or greater (claim 114) having activity. It 
is noted that the amended claims recite a structure and function, however, no 
correlation is made between structure and function of the fragments encompassed in 
the claims via demonstration of retention of function for all the fragments encompassed 
in the breath of the claims to demonstrate possession of the genus of the claimed 
invention. In addition, the specification lacks adequate description with respect to where 
in the structure of the receptors recited in the claims the peptide will bind. For example, 
hPEPTI is known in the art to have 708 amino acids in the structure. Note that the 
W098/51325 document relied upon disclose that the above receptor domains were 
cloned and expressed as His-tag fusion proteins, with the following amino acids in their 
domains "391-571 (hPEPTI ); 29-273 (HPT1 ); 272-667 (hS1) and 387-685 (D2H). This 
appears to be the binding portion of the receptors, however, the instant specification 
lacks guidance with regard to this aspect of the claimed invention. An applicant shows 
possession of the claimed invention by describing the claimed invention with all of its 
limitations using such descriptive means as words, structures, figures, diagrams, and 
formulas that fully set forth the claimed invention. See Lockwood v. American Airlines, 
Inc., 107F.3d 1565, 1572, 41 USPQ2d 1961, 1966 (Fed. Cir.1997). 
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In addition, claim 126 and its dependent claims are directed to a composition 
comprising a chimeric protein that comprises the retro-inverted peptide that is bound to 
an active agent, said active agent being of value in the treatment of a mammalian 
disease or disorder selected from the group consisting of hypertension, diabetes, 
osteoporosis, hemophilia, anemia, cancer, migraine and angina pectoris. Claim 126 
and its dependents reads on fragments of the peptides being of "value" in the treatment 
of a mammalian disease. Said value is not adequately described. Thus, the claimed 
invention as a whole is directed to a genus of peptides, for which the specification fails 
to provide any additional representative species of the claimed genus to show that 
applicant was in possession of the claimed genus. A representative number of species 
means that the species, which are adequately described are representative of the entire 
genus. The written description requirement for a claimed genus may be satisfied 
through sufficient description of a representative number of species by actual reduction 
to practice, disclosure of drawings, or by disclosure of relevant identifying 
characteristics, for example, structure or other physical and/or chemical properties, by 
functional characteristics coupled with a known or disclosed correlation between 
function and structure, or by a combination of such identifying characteristics, sufficient 
to show the applicant was in possession of the claimed genus. 

Further, Vas-Cath Inc. v. Mahurkar, 935F.2d 1555, 1563-64, 19 USPQ2d 1111, 
1 117 (Fed. Cir. 1991), states that "applicant must convey with reasonable clarity to those 
skilled in the art that, as of the filing date sought, he or she was in possession of the 
invention. The invention is, for purposes of the 'written description 1 inquiry, whatever is 
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now claimed' (See page 1117). The specification does not "clearly allow persons of 
ordinary skill in the art to recognize that [he or she] invented what is claimed" (See Vas- 
Cath at page 1116). The skilled artisan cannot envision the detailed chemical structure 
of the encompassed genus of encoded proteins, and therefore, conception is not 
achieved until reduction to practice has occurred, regardless of the complexity or 
simplicity of the method of isolation. Adequate written description requires more than a 
mere statement that it is part of the invention and reference to a potential method of 
isolating it. The compound itself is required. See Fiers v. Revel, 25 USPQ2d 1601 at 
1606 (CAFC 1993). See MPEP 2163. 

Therefore, for all these reasons the specification lacks adequate written 
description, and one of skill in the art cannot reasonably conclude that the applicant had 
possession of the claimed invention at the time the instant application was filed. 

8. Claims 114, 117-136 and 139-144 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for the retro-inverted peptide 
consisting of the specific sequences (SEQ ID NOS: 1-3), does not reasonably provide 
enablement for fragments of the claimed peptides or a composition being of value in the 
treatment of all the mammalian disease or disorder encompassed in the claims. The 
enablement requirement refers to the requirement that the specification describe how to 
make and how to use the invention. There are many factors to be considered when 
determining whether there is sufficient evidence to support a determination that a 
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disclosure does not satisfy the enablement requirement and whether any necessary 
experimentation is undue. These factors include, but are not limited to: 
I. Quantity of Experimentation Necessary: 

The claimed invention is directed to a retro-inverted peptide and fragments of the 
claimed peptide (see for example claims 114 and 1 17-120). Claim 1 14 for example, is 
directed to a peptide that comprises an amino acid selected from SEQ ID NOS:1-3, 
which reads on a full-length sequence, however can have fragments added to the N or 
C terminus, with no upper limits. In addition, claims 1 17-120 are directed to fragments of 
the claimed peptides. The art recognizes that the structure-function relationship of a 
peptide can be dramatically affected by structural changes. For example, claims such 
as 1 17-120 recite "wherein the peptide comprises no more than 50 amino acid residues; 
no more than 40 amino acid residues; no more than 30 amino acid residues and no 
more than 20 amino acid residues" and there is no indication that these fragments will 
retain the activity or have a different biological activity; no indication of conserved 
regions or whether the sequence consists of 50 contiguous residues for instance. The 
claimed peptide consists of SEQ ID NOS: 1-3; said sequences are 15, 16 and 14 amino 
acids in length, respectively and there is no indication in the claims or the instant 
specification where in the structure the additions contemplated in claims 1 17-120 will 
occur or if the structure can tolerate such modifications. Moreover, the claims are 
directed to a composition, comprising a chimeric protein bound to a material comprising 
an active agent, said chimeric protein comprising the peptide fused to a second protein, 
in which the active agent is of value in the treatment of a mammalian disease, several of 
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which are recited in the claims (see claim 126, for example). Thus, the claimed 
composition includes fragments of the claimed peptides. A skilled artisan would have to 
engage in undue experimentation to be able to construct the peptides as claimed and 
test same for biological activity. Furthermore, there is no indicia as to how to ascribe 
value to the active agent, which is simply defined as a drug or the laundry listing of 
agents provided in the claims. The instant specification provides literal support for the 
laundry lists of agents, however, no exemplification is provided to enable utilization of 
the entire listing in the claimed composition. Neither the claims nor the specification 
provides any showing of the claimed fragments in association with the claimed invention 
to enable one skilled in the art to be able to practice the full scope of the claimed 
invention, without undue experimentation. 

II. Amount of direction or guidance presented: 

The specification does not provide adequate guidance to be able to practice the 
claimed invention commensurate in scope with the claims. To examine every fragment 
to determine function/biological activity would require undue experimentation. In 
addition, there is no indicia as to the binding specificity to the receptors and if the 
peptide fragments will retain the binding activity. Furthermore, no guidance is provided 
as to the claimed diseases or disorders in association with the claimed 
peptide/fragments and what value is to be placed to obtain a peptide/peptide fragment 
that results in treatment of the recited diseases/disorders. 
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III. Presence or absence of working examples: 

The working example provided discusses an animal study involving the 
bioavailability of insulin (see for example page 26, Table 5 of the specification), 
however, this example does not provide support for the unspecified amount of 
fragments encompassed by the claims or all the diseases claimed. Therefore, it is 
difficult to ascertain the nature of the claimed invention from this one record. 

IV. Nature of the Invention: 

The nature of the invention is a retro-inverted peptide or fragment that specifically 
binds to gastro-intestinal tract receptor. However, the specification does not provide 
sufficient guidance/direction to enable the full scope of the claimed invention as the 
claimed derivative/fragment is not described by size, length or function. 

V. State of the prior art and Relative skill of those in the art: 

It is disclosed in the specification on page 3 that the applicants have found retro- 
inverted forms of the GIT targeting agents specific receptor sites in vivo and/or promote 
uptake of active agents and/or enhance active agent delivery across the GIT into the 
systemic circulation. The claims are directed to fragments of the peptides and no 
characteristics or attributes of these have been described. As the prior art is silent on 
the claimed sequences a high level of skill was required at the time the application was 
filed. 
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VI. Predictability or unpredictability of the art: 

Since very little is known in the prior art about the nature of the invention, renders 
the art unpredictable. The claimed invention is directed to fragments and it is highly 
unpredictable to target sequences when embedded in other sequences. Thus, the 
specification should then give more details as to how to make and use the invention in 
order to be enabling. 

VII. Breadth of the claims: 

The breadth of the claims are very broad and encompass a wide range of 
diseases and any fragment of the claimed sequences (SEQ ID NOS: 1-3). The 
specification does not provide support for the broad scope of the claims, which 
encompass an unspecified amount of fragments and a plurality of agents and 
diseases/disorders without any association to the claimed composition. The issue in this 
case is the breath of the claims in light of the predictability of the art as determined by 
the number of working examples, the skill level artisan and the guidance presented in 
the instant specification and the prior art of record. This make and test position is 
inconsistent with the decisions of In re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 
(CCPA 1970) where it is stated that "...scope of claims must bear a reasonable 
correlation to scope of enablement provided by the specification to persons of ordinary 
skill in the art...". Without sufficient guidance, determination of having the desired 
biological characteristics is unpredictable and the experimentation left to those skilled in 
the art is unnecessarily and improperly extensive and undue. See In re Wands, 858 
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F.2d at 737, 8 USPQ2d at 1404 (Fed. C/r. 1988). Thus, for all these reasons, the 
specification is not considered to be enabling for one skilled in the art to make and use 
the claimed invention. 



The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter, which the applicant regards as his invention. 

9. Claims 117-121, 126 and 129 is rejected under 35 U.S.C. 112, second 
paragraph, as failing to set forth the subject matter, which applicant (s) regard as their 
invention. 

Claims 1 17-120 lack clear antecedent basis because no support was found in the 
instant specification for the language "comprises no more than 50 amino acid residues", 
for example. It is noted that the claims filed on November 19, 1999 had this language, 
however, no support is found in the specification. Note that "comprises" is open, 
however, "no more than" is closed. Thus it is suggested that the claims recite "peptide is 
no more than 50 amino acid residues". 

Claim 121 is confusing as it is unclear how "the active agent is of value in the 
treatment". Is said value a cure of the disease/disorder? See also claim 126. 

Claim 129 lacks clear antecedent basis for "the composition of claim 121 which 
increases the transport of the active agent", claim 121 recites "said active agent being 
of value in the treatment of mammalian disease or disorder. 
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Withdrawn-Claim Rejections - 35 USC 3 112 

10. Previous rejection to claim 135 under 35 U.S.C. 112, second paragraph is 
withdrawn by virtue of submission of an amendment. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

11. Claims 114 and 118-120 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Alvarez et al. (U.S. Patent No. 6,703,362, May 15, 1998). 

The applied reference has a common inventor with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome 
either by a showing under 37 CFR 1 .132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not the 
invention "by another," or by an appropriate showing under 37 CFR 1.131. 
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Alvarez et al. teach a protein (SEQ ID NO:49) that specifically binds to the gastro 
intestinal tract receptor HPT1 (SEQ ID NO:178), see claim 1 of the patent. The instant 
claim 114 reads on any fragment of SEQ ID NOS:1-3, which includes a dipeptide. The 
Alvarez et al. patent disclose (SEQ ID NO:49) which has a residues (His-Arg) which can 
be found in the instant SEQ ID NO:2 (dipeptide). In addition, claims 1 18-120 reciting no 
more than 40 or 30 or 20 residues is anticipated as the patent discloses in claims 3-5, 
"not more than 40 or 30 or 20 amino acids in length. Therefore, the limitations of the 
claims are met by this reference. 



Response to Arguments 

1 2. Applicant's remarks made in the amendment filed on February 1 7, 2006 has 
been considered. Note that new objections have been made to the specification. In 
addition, the rejections under 35 U.S.C. 112, first paragraph written description and 
enablement have been amended and maintained for the reasons stated above and 
herein. Note also that a new ground of rejection has been instituted under 35 U.S. C. 
112, second paragraph, 101 and 102 for the reasons stated above. The discussion of 
the two rejections will be combined as applicant has overlapping arguments. 

On page 8 of the response, applicant state that independent claim 1 14 and 126 
from which all other claims depend have been amended to be directed to peptides 
which bind to a gastro-intestinal tract transport receptor selected from the group 
consisting of HPT1 , hPEPTI , D2H and hSI. It is further stated that as a consequence of 
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this amendment applicant submits that this functional language further defines the 
present invention. The instant invention is directed to a retro-inverted peptide 
comprising an amino acid sequence selected from SEQ ID NOS: 1-3 which are 15-mer, 
16-mer and 14-mer. However, the claim reads on fragments of the claimed sequence 
and the claimed invention is directed to peptides that are no more than 50, 40, 30 or 20 
residues. Claim 1 14 now recites that the peptide binds to a GIT receptor, for example 
hPEPTI which is known in the art to have 708 amino acids in the structure. Note that 
the W098/51325 document relied upon disclose that the above receptor domains were 
cloned and expressed as His-tag fusion proteins, with the following amino acids in their 
domains "391-571 (hPEPTI); 29-273 (HPT1 ); 272-667 (hS1) and 387-685 (D2H). This 
appears to be the binding portion of the receptors, however, the instant specification 
lacks guidance with regard to this aspect of the claimed invention. In addition, the 
claims comprise a genus of fragments not adequately described. Further, claims 121 
and 126 are directed to compositions for treatment comprising an active agent being of 
value in a treatment of mammalian disease/disorder and the claims do not set forth 
what value to place on the active agent or demonstrate said composition in association 
with the laundry list of diseases/disorders. 

Applicant's comments on page 9 are noted but are not persuasive. The instant 
claims are directed to a retro-inverted peptide comprising the above sequences (claim 
114) wherein the peptide can comprise no more than 50 amino acids (claim 117); no 
more than 40 amino acids (claim 118), no more than 30 amino acids (claim 119); no 
more than 20 amino acids (claim 120); and a composition comprising the peptide bound 
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to material comprising an active agent being of value in the treatment of the recited 
diseases in claim 121 and the active agents are listed in claims such as 126. The claims 
recite the open language of comprising which indicates that fragments can be added to 
the sequences in claim 1 14 on the N and C terminus and claims such as claims 117- 
120 are directed to fragments of the claimed sequences and there is no recitation of 
function for the full-length sequences or the fragments. Note that there is no 
requirement for the 50 or 40 or 20 amino acids recited in the claims to be contiguous. 
There is no indication of a conserved region. Moreover, the peptide is in a composition 
comprising an active agent that is said to have value in treating diabetes, osteoporosis, 
angina pectoris, cancer, anemia, hemophilia, hypertension and migraine and the instant 
specification does not provide any showing of a drug with the claimed peptide in dosage 
form to treat any of the above diseases. Further, there's no showing that protein exists 
in altered forms in the diseases listed, for example, an over production or deficiency. In 
other words, the specification does not disclose that the peptide is expressed in cancer 
tissues for example, at altered levels or forms. Thus, it is not a target for drug 
development, toxicology studies, or disease diagnosis. Absent a disclosure of altered 
levels or forms of a gene in diseased tissue as compared with the corresponding 
healthy tissue, the gene is not a disease marker or an appropriate target for drug 
discovery or toxicology testing. The specification provides a laundry list of active 
agents, however, there is no one to one correlation made between the claimed peptide 
and the diseases listed. Furthermore, the claims recite the language, "active agent 
being of value in the treatment" and there is no indication of what value the active agent 
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plays. Thus, in view of the foregoing the claimed invention requires undue 
experimentation, for a skilled artisan to practice the invention commensurate in scope 
with the claims and lacks adequate written description pertaining to the invention. 
Applicant has not demonstrated possession of the genus of peptides encompassed in 
the claims or demonstrated such in a medicament. Therefore, the rejections have been 
maintained. 



Conclusion 



13. No claims are allowable. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Hope A. Robinson whose telephone number is 571-272- 
0957. The examiner can normally be reached on Monday-Friday. 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr, can be reached at (571) 272-0931 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



Hope Robinson, MS_j|^ 



Patent Examiner 
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